Myeloid-derived immune cells, including microglia, macrophages and monocytes, have been previously implicated in neurodegeneration. We investigated the role of infiltrating peripheral blood mononuclear cells (PBMC) in neuroinflammation and neurodegeneration in the HexB 
Introduction
The role of myeloid immune cells, including microglia, macrophages and monocytes, in neural disease remains controversial. Activated microglia appear to contribute to the development of several neurodegenerative disorders, such as Alzheimer's disease, Parkinson's disease, multiple sclerosis, amyotrophic lateral sclerosis, Huntington's disease as well as several lysosomal storage disorders (Wada et al., 2000; Myerowitz et al., 2002; Ohmi et al., 2003; Jeyakumar et al., 2003; Wu and Proia, 2004; Block et al., 2007) . In addition, peripheral blood mononuclear cells (PBMC) were implicated in experimental autoimmune encephalitis (EAE) in mouse models of multiple sclerosis, as blockage of their infiltration in the central nervous system ameliorated disease development (Izikson et al., 2000; Mahad et al., 2006) . Conversely, inhibition of PBMC infiltration in an Alzheimer's mouse model resulted in exacerbation of the disease (Khoury et al., 2007) . Recruitment of PBMCs in the brain of an Alzheimer's disease mouse model appeared to mediate reduction of plaque formation in the brain (Shaftel et al., 2007a,b) . Moreover, healthy bone marrow transplantation into Sandhoff disease mice ameliorated neural disease and prolonged life span (Norflus et al., 1998; Wada et al., 2000) .
Monocytes, macrophages, immature dendritic cells, as well as microglia, express several chemokine receptors, including the CC-chemokine receptor CCR2 (Charo and Ransohoff 2006) . CCR2 is involved in PBMC infiltration in the brain of a multiple sclerosis mouse model (Izikson et al., 2000) , as well as in experimental autoimmune encephalitis (Fife et al., 2000; Rottman et al., 2000; Gaupp et al., 2003) . CCR2 is also required for macrophage infiltration at sites of axonal injury in the hippocampus (Babcock et al., 2003) . Monocyte chemotactic
